








R-1069

Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfoniec
acid by oral administration in rats

Blood chemistry (Lactation day 5)

Female

AST ALT LDH 7 —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) {GPT) rubin
mg/kg 1U/L 1U/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 12 Mean 7 53 40 1 227 57 65 121 0.1 119
S.D. 16 11 4 1 69 13 21 21 0.0 11
100 5 Mean 79 43 45 1 184 58 52 117 0.1 121
S.D. 8 11 8 [ 48 i8 22 24 0.0 10
300 5 Mean 72 45 50 1 237 59 48 116 0.1 127
S.D. 4 3 16 0 113 10 19 19 . 0.0 8
1000 11 Mean 82 48 53#s 1 252 56 61 118 0.1 126
. 8.D. 17 11 108T 0 106 11 21 20 0.0 T

#+ : p<0.01 (Significant difference from control group)
ST : Steel's test



R-1069

Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (Lactation day 5)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL  mmol/L  mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 12 Mean 14 0.26 141 4.2 106 10.1 6.0 6.2 3.4 1.17
S.D. 2 0.03 1 0.3 2 0.2 0.7 0.4 0.1 0.09
100 5 Mean 14 0.26 141 4.1 106 10.2 6.7 6.2 3.4 1.23
S.D. 2 0.02 1 0.6 2 0.3 0.6 0.3 0.2 0.10
300 5 Mean 13 0.28 141 4.1 106 10.3 6.5 6.5 3.5 1.21
S.D. 2 0.05 1 0.2 2 0.1 0.6 0.3 0.2 0.08
1000 11 Mean 14 0.27 141 4.0 107 10.0 6.1 6.1 3.4 1.23
S.D. 3 0.04 1 0.2 2 0.3 0.4 0.3 0.2 0.15

No significant difference in any treated groups from control group.



R-1069

Table 7-5 A combined repeated—dose/reproductive-deﬁeldpmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (Satellite group, End of administration)

Female

AST ALT LDH r —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. {GOT) (GPT) . rubin
ng/kg 1U/L iU/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 125 56 69 1 221 54 15 107 0.1 133
S.D. 105 31 85 0 63 12 6 18 0.0 7
1000 5 Mean 63 26 39 1 188 72 18 129 0.1 134
S.D. 11 8 3 0 47 15 5 23 0.0 3

No significant difference between treated group and control group.



R-1069

Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (Satellite group, End of administration)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.30 143 4.2 109 9.9 4.8 6.6 3.7 1.23
S.D. 3 0.04 1 0.3 2 0.2 0.7 0.4 0.2 0.11
1000 5 Mean 15 0.31 144 4.2 109 10.1 4.8 6.5 3.7 1.34
S.D. 3 0.05 1 0.2 1 0.3 0.3 0.4 0.2 0.04

No significant difference between treated group and control group.



R-1069

Table 7-7 A combined repeated—dose/reproductive-deVelopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (End of recovery)

Male

AST ALT LDH 7 —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mg/kg IU/L IU/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 60 29 42 1 338 44 37 79 0.1 146
S.D. 8 T 6 0 87 5 9 7 0.0 15
1000 5 Mean 61 28 42 1 322 45 37 79 0.1 1486
S.D. 4 4 4 1 46 7 23 13 0.0 10

No significant difference between treated group and control group.



R-1069

Table 7-8 "A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (End of recovery)

Male
BUN Crea- Na K Ccl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dl,.  mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.22 142 4.6 108 9.5 6.0 5.9 3.0 0.99
S.D. 3 0.02 2 0.2 2 0.2 0.5 0.2 0.1 0.03
1000 5 Mean 13 0.23 143 4.3 105 9.6 5.8 5.8 3.0 1.05
S.D. 1 0.02 1 0.3 3 0.3 0.5 0.2 0.1 0.06

No significant difference between treated group and control group.



R-1069

Table 7-9 A combined repeated-dose/reproductive~de#eldpmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats )

Blood chemistry (End of recovery)

Female

AST ALT LDH v —GTP ALP T.cho TG PL T.bili- Glucose

Dose  No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L IU/L IU/L 1U/L mg/dL ng/dL mg/dL - mg/dL mg/dL
0 5 Mean 100 60 65 1 1687 65 25 125 0.1 140
S.D. 41 32 32 1 36 T T 12 0.0 6
1000 5 Mean 61 27 41 1 154 65 . 16 123 0.1 143
S.D. 5 6 8 0 30 ] 6 18 0.0 16

No significant difference between treated group and control group.



R-1069

Table 7-10 A combined repeated-dose/reproductive-de&eldpmental toxicity study of 2-aminoethanesuifonic
acid by oral administration in rats

Blood chemistry (End of recovery)

Female
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL.  mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.28 143 4.3 108 10.0 4.3 6.6 3.6 1.22
S.D. 3 0.03 1 0.2 1 0.3 0.6 0.1 0.1 0.09
1000 5 Mean 15 0.29 142 4.2 108 9.7 3.8 6.3 3.6 1.29
S.D. 1 0.03 1 0.2 2 0.3 0.3 0.4 0.3 0.10

No significant difference between treated group and control group.



R-1069

Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hormones (End of administration)

Male
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 7 Mean 108.4 7.5 5.61
S.D. 27.8 1.4 4.43
100 5 Mean 86.9 6.3 2.27
S.D. 13.2 0.9 1.16
300 5 Mean 94.0 6.3 4.74
S.D. 8.7 0.6 3.02
1000 7 Mean 92.6 6.9 5.01
S.D. 15.7 0.8 4.70

‘No significant difference in any treated groups from control group.



R-1069

Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hormones (Lactation day 5)

Female
Dose No. T= Ta TSH
ng/kg ng/dL ug/dL ng/mL
0 12 Mean 71.9 3.8 3.58
S.D. 10.6 0.6 1.90
100 5 Mean 88.8 5.1 2.84
S.D. 12.7 1.2 1.94
300 5 Mean 92.0+ 5.3+ 3.00
S.D. 10.0D 0.9D 1.60
1000 11 Mean 74.9 4.2 2.71
S.D. 15.8 1.4 3.64

# : p<0.05 (Significant difference from control group)
D : Dunnett's test



R-1069

Table 8-3 ’ A combined repeated-dose/reproductive-devélopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hormones (Satellite group, End of administration)

Female
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 5 Mean 97.1 4.7 1.48
S.D. 17.0 0.9 0.99
1000 5 Mean 99.6 3.9 1.95
S.D. 20.2 0.8 0.37

No significant difference between treated group and control group.



R-1069

Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hormones (End of recovery)

Male
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 5 Mean 78.4 7.3 3.70
S.D. 16.2 2.5 3.25
1000 5 Mean 84.4 9.9 2.43
S.D. 8.8 4.2 1.76

No significant difference between treated group and control group.



Table 8-5

A combined repeated-dose/reproductive-deveélopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hormones (End of recovery)

R-1069

Female
Dose No. Ts Tas TSH
mg/kg ng/dL ug/dL ng/mL
0 5 Mean 80.1 3.4 1.28
S.D. 5.7 1.7 0.77
1000 5 Mean 81.8 3.7 1.30
S.D. 10.2 0.7 0.61

No significant difference between treated group and control group.



R-1069

Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-~aminoethanesulfonic
acid by oral administration in rats

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 7 7 T T 7 T
0 Mean 510 2.13 14.3 21.9 276 1.48
S$.D. 35 0.09 1.1 3.1 54 0.15
No. 5 5 5 5 5 5
Absolute 100 Mean 513 2.12 15.1 20.1 261 1.45
S.D. 23 0.11 0.9 3.2 17 0.02
No. 5 5 5 5 5 5
300 Mean 520 2.16 16.3 19.2 304 1.62
S.D. 29 0.06 3.7 3.6 77 0.14
No. 7 T T 7 7 T
1000 Mean 490 2.09 13.2 18.9 286 1.40
S.D. 28 0.07 1.8 2.8 76 0.09
No. 7 7 7 7 T
0 Mean 0.42 2.8 4.3 54 0.29
S.D. 0.04 0.3 0.7 9 0.02
No. 5 5 5 5 5
Relative 100 Mean 0.41 2.9 3.9 51 0.28
S.D. 0.03 0.2 0.5 4 0.01
No. 5 5 5 5 5
300 Mean 0.42 3.2 3.7 58 0.31
S.D. 0.03 0.7 0.8 12 0.02
No. T 7 7 7 7
1000 Mean 0.43 2.7 3.9 59 0.29
S.D. 0.04 0.3 0.8 17 0.02

No significant difference in any treated groups from control group.



R-1069

Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Organ weight of male rats (End of administration period)
Liver Spleen Kidney Adrenal Seminal Prostate
Dose : (R+L) (R+L) vesicle

mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 7 7 7 7 7 7
0 Mean 13.42 0.76 3.53 68 1.89 1.29
S.D. 1.50 0.10 0.46 13 0.27 0.20
No. S 51 5 5 S 5
Absolute 100 Mean 13.53 0.89 3.44 65 1.87 1.42
S.D. 0.87 0.19 0.17 8 0.24 0.13
No. 5 5 5 5 5 5
300 Mean 13.89 0.85 3.50 64 1.95 1.30
S.D. 1.52 0.07 0.16 10 0.27 0.08
No. 7 7 7 7 7 7
1000 Mean 12.73 0.80 3.35 68 1.62 1.40
S.D. 0.82 . 0.07 0.20 12 0.27 0.21
No. 7 7 7 7 7 7
0 Mean 2.63 0.15 0.69 13 0.37 0.26
S.D. 0.21 0.02 0.07 3 0.04 0.05
No. 5 5 5 5 5 5
Relative 100 Mean 2.64 0.17 0.67 13 0.37 0.28
S.D. 0.14 0.038 0.05 1 0.05 0.02
No. 5 5 5 5 5 5
300 Mean 2.66 0.16 0.67 12 0.38 0.25
S.D. 0.17 0.02 0.02 2 0.07 0.01
No. 7 T 7 7 7 T
1000 Mean 2.60 0.16 0.68 14 0.33 0.29
S$.D. 0.21 0.02 0.04 3 0.05 0.05

No significant difference in any treated groups from control group.



R-1069

Table 9-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of male rats (End of administration period)

Body Testis Epididymis

Dose weight (R+L) (R+L)
ng/keg g g¢(g/100g BW) mg(mg/100g BW)
No. 7 7 7

0 Mean 510 3.21 1326
S.D. 36 0.26 68

No. 12 12 12

Absolute 100 Mean 507 3.39 1365
S.D. 24 0.30 85

No. 12 12 12

300 Mean 509 3.34 1359
S.D. 39 0.21 99

No. T 7 7

1000 Mean 490 3.36 1354
S.D. 28 0.22 75

No. 7 7

0 Mean 0.63 261
S.D. 0.05 16

No. 12 12

Relative 100 Mean 0.67 270
S.D. 0.07 26

No. 12 12

300 Mean 0.66 268
S.D. 0.07 28

No. T T

1000 Mean 0.69 277
S.D. 0.06 22

No significant difference in any treated groups from control group.



Table 9-4

A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of female rats (Main group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 12 12 12 12 12 12
0 Mean 331 1.99 20.1 16.8 197 1.07
S.D. 26 0.07 2.5 4.2 49 0.09
No. 5 5 5 5 5 5
Absolute 100 Mean 335 1.95 19.5 18.4 252 1.14
S.D. 16 0.05 1.2 2.3 62 0.08
No. 5 5 5 5 5 5
300 Mean 333 2.04 20.3 17.7 251 1.05
S.D. 14 0.11 1.4 1.2 39 0.06
No. 11 11 11 11 11 11
1000 Mean 333 2.01 18.0+ 18.8 238 1.04
S.D. 22 0.10 1.5D 2.8 67 0.06
No. 12 12 12 12 12
0 Mean 0.60 6.1 5.1 59 0.32
S.D. 0.04 0.5 1.2 12 0.03
No. 5 5 5 5 5
Relative 100 Mean 0.59 5.8 5.5 75 0.34
S.D. 0.04 0.6 0.8 17 0.02
No. 5 5 5 5 5
300 Mean 0.62 6.1 5.3 75 0.31
S.D. 0.05 0.5 0.2 10 0.01
No. 11 11 11 11 11
1000 Mean 0.60 5.4+ 5.7 71 0.31
S.D. 0.03 0.4D 0.8 19 0.02

#: p<0.05 (Significant difference from control group)

D: Dunnett's test



R-1069

Table 9-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Organ weight of female rats (Main group, end of administration period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)

mg/kg g{g/100g BW) g(g/1.00g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 12 12 12 12 12 12
0 Mean 10.66 0.71 2.31 79 i11.1 744
S.D. 1.11 0.15 0.13 8 15.4 71
No. 5 5 5 5 5 5
Absolute 100 Mean 11.15 0.66 2.30 87 112.5 718
S.D. 0.39 0.12 0.18 13 11.3 54
No. 5 5 5 5 5 5
300 Mean 11.26 0.75 2.33 96+ 119.0 803
S.D. 0.64 0.10 0.15 11D 16.2 88
No. 11 11 11 11 11 11
1000 Mean 11.26 0.74 2.28 80 113.8 725
S.D. 1.11 0.13 0.13 10 15.4 119
No. 12 12 12 12 12 12
0 Mean 3.22 0.21 0.70 24 33.6 227
S.D. 0.18 0.05 0.05 3 4.4 38
No. 5 5 5 5 5 5
Relative 100 Mean 3.34 0.20 0.69 26 33.7 214
S.D. 0.22 0.03 0.05 4 3.6 10
No. 5 5 5 5 5 5
300 Mean 3.38 0.23 0.70 29# 35.7 242
S.D. 0.21 0.03 0.086 4D 4.9 34
No. 11 11 11 11 11 11
1000 Mean 3.39 0.22 0.69 24 34.2 219
S.D. 0.23 . 0.05 0.05 3 4.1 37

#; p<0.05 (Significant difference from control group)

D: Dunnett's test



R-1069

Table 9-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of female rats (Satellite group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 291 1.98 17.2 15.2 346 0.98
S.D. 17 0.05 1.6 0.5 63 0.06
No. 5 5 5 5 5 5
1000 Mean ' 306 1.95 18.1 17.2 311 1.00
S.D. 13 0.03 4.8 2.1 43 0.09
No. 5 5 5 5 5
Relative 0 Mean 0.68 5.9 5.2 119 0.34
S.D. 0.04 0.4 0.2 20 0.03
No. 5 5 5 5 5
1000 Mean 0.64 5.9 5.6 102 0.32
S.D. 0.03 1.5 0.5 17 0.02

No significant difference between treated group and control group.



R-1069

Table 9-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats
Organ weight of female rats (Satellite group, end of administration period)
\ Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/L00g BW) mg(mg/100g BW) mg(me/100g BW)
No. 5 '5 5 5 5 5
Absolute 0 Mean 7.69 0.64 2.04 T4 99.4 666
S.D. 0.49 0.07 0.10 7 14.2 94
No. 5 5 5 5 5 5
1000 Mean 8.12 0.65 2.09 77 94.9 631
S.D. 0.55 0.04 0.18 7 19.3 108
No. 5 5 5 5 5 5
Relative 0 Mean 2.64 0.22 0.70 26 34.4 229
S.D. 0.14 0.02 0.04 3 6.5 26
No. 5 5 5 5 5 5
1000 Mean 2.85 0.21 0.68 25 31.0 208
S.D. 0.09 0.01 0.04 .2 6.0 42

No significant difference between treated group and control group.



R-1069

Table 9-8 ' A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of male rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight {R+L)
mg/kg ) g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 509 2.19 14.0 23.7 264 1.55
S.D. 30 0.06 1.5 3.3 40 0.14
No. 5 5 5 5 5 5
1000 Mean 536 2.16 16.3 21.9 274 1.46
S.D. 39 0.09 2.7 3.5 50 0.11
No. 5 5 5 5 5
Relative 0 Mean 0.43 2.8 4.6 52 0.30
$.D. 0.03 0.4 0.6 7 0.02
No. 5 5 5 5 5
1000 Mean 0.40 3.1 4.1 51 0.27
S.D. ) 0.03 0.4 0.7 8 0.02

No significant difference between treated group and control group.



R-1069

Table 9-9 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanésulfonic
acid by oral administration in rats
Organ weight of male rats (End of recovery period)
Liver Spleen Kidney Adrenal ) Seminal Prostate
Dose (R+L) (R+L) vesicle
mg/kg g{g/100g BW) g{(g/100g BW) g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 13.31 0.75 3.57 59 1.90 1.40
S.D. 1.28 0.06 0.14 11 0.25 0.12
No. 5 5 5 5 5 5
1000 Mean 13.21 0.80 3.40 67 1.96 1.33
S.D. 1.70 0.12 0.14 13 0.21 0.19
No. 5 5 5 5 5 5
Relative 0 Mean 2.61 0.15 0.70 i2 0.38 0.27
S.D. 0.15 0.02 0.03 2 0.05 0.02
No. 5 5 5 5 5 5
1000 Mean 2.46 0.15 0.64» 12 0.37 0.25
S.D.

0.17 0.01 0.03T 2 0.06 0.05

#: p<0.05 (Significant difference from control group)

T: Student's t-test



R-1069

Table 9-10 A combined repeated-dose/reproductive-déVelopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats .

Organ weight of male rats (End of recovery period)

Testis Epididymis
Dose (R+L) (R+L)
mng/kg g(g/100g BW) mg(mg/100g BW)
No. 5 5
Absolute 0 Mean 3.49 1462
S.D. 0.31 95
No. 5 5
1000 Mean 3.34 1435
S.D. 0.18 105
No. 5 5
Relative 0 Mean 0.68 288
S.D. 0.05 15
No. 5 5
1000 Mean 0.62 268+
S.D. 0.04 127

#: p<0.05 (Significant difference from control group)
T: Student's t-test



R-1069

Table 9-11 A combined repeated—dose/reproductive-deveiopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of female rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 309 2.07 17.4 17.3 293 0.94
S.D. 32 0.09 2.4 4.0 53 0.07
No. 5 5 5 5 5 5
1000 Mean 294 2.05 19.6 18.4 235 0.93
S.D. 25 0.06 2.0 2.7 40 0.10
No. 5 5 5 5 5
Relative 0 Mean 0.67 5.6 5.6 95 0.30
S.D. 0.08 0.4 1.0 16 0.02
No. 5 5 5 5 5
1000 Mean 0.70 6.7 6.3 81 0.31
S.D. 0.07 1.1 0.8 18 0.01

No significant difference between treated group and control group.



R-1069

Table 9-12 . A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Organ weight of female rats (End of recovery period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/ke g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 7.93 0.56 2.09 75 96.6 543
S.D. 1.13 0.08 0.24 10 15.6 44
No. 5 5 5 5 5 5
1000 Mean 7.38 0.51 2.06 82 94.9 852#%
S.D. 0.95 0.04 0.04 11 12.4 116AT
No. 5 5 5 5 5 5
Relative 0 Mean 2.56 0.18 0.68 24 31.3 176
S.D. 0.13 0.04 0.05 1 4.3 14
No. 5 5 5 5 5 5
1000 Mean 2.51 0.18 0.70 28 32.4 2925+
S.D. 0.15 0.02 0.07 5 4.0 45AT

#«: p<0.01 (Significant difference from control group)
AT: Aspin-Welch t-test



R-1069

Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs Sex: M M M
Dose(mg/kg) : 0 100 300 1000

Findings Number: 7 12 12 7
Epididymis

Focus,white 0 0 1 0
Intestine, ileum(Peyer's patch)

Diverticulum 0 1 0 0
Kidney

Dilatation,pelvic 0 1 0 0
Lung(bronchus)

Focus,dark red 0 1 0 0
Stomach

Focus,dark red,glandular stomach 1 1 0 0

M : Male



R~1069

Table 10-2 A combined repeated-dose/reproductive-developmental tox1city study of 2-aminoethanesulfonic
.acid by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/kg) : 0 1000
Findings Number : 5 5
Stomach
Focus,dark red,glandular stomach 1
Uterus
Nodule 1

F : Female



R-1069

Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Gross pathological findings (End of administration period (L4))

Sex:
Dose(mg/kg):
Findings Number: 1

Organs F
100 300

MO
(=
DO
[y
)
-
o
O
O

Intestine, ileum(Peyer's patch)
Diverticulum
Kidney
Focus,depressed
Cyst
Spleen
Dysplasia
Stomach
Focus,dark red,glandular stomach
Focus,raised, forestomach
Urinary bladder
Dilatation
Uterus
Cyst

o H QO = O+ O
H O MW O OO0 =
o o OB O OO O
O O 00O O MmO O

F : Female



R-1069

Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Gross pathological findings (End of recovery period)
Organs Sex: M M F F
Dose{mg/kg): 0 1000 0 1000
Findings Number: 5 5 5 5
Stomach
Focus,dark red,glandular stomach 1 0 1 1

M : Male, F : Female



R-1069

Table 10-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminocethanesulfonic
acid by oral administration in rats
Gross pathological findings (Undelivered)
Organs Sex: F
Dose(mg/kg): 1000
Findings Number: 1

All tissues
Not remarkable

F : Female
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Table 11-1 A combined repeated-dose/reproductive-devélopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M
Dose(mg/kg): 0 100 300 1000
Findings Number : 7 1 12
Adrenal

Number examined

Not remarkable
Bone+Bone marrow,femoral

Number examined

Not remarkable
Bone+Bone marrow,sternal

Number examined

Not remarkable
Cerebellum(pons)

Number examined

Not remarkable
Cerebrum

Number examined

Not remarkable
Epididymis

Number examined

Not remarkable

Cell infiltration,interstitial

minimal
Granuloma,spermatic
mild

Eye
Number examined
Not remarkable
Dysplasia,retinal
minimal
Heart .
Number examined
Not remarkable
Cell infiltration,focal
minimal
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Diverticulum,Meckel's

mild
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
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M : Male
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Table 11-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M M
Dose(mg/kg): 0 100 300 1000
Findings Number: 7 1 12 7
Intestine,rectum
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Kidney
Number examined 7 1 0 7
Not remarkable 3 0 0 3
Dilatation,pelvic 0 1 0 0
mild 0 1 0 0
Regeneration, tubular 4 1 0 3
minimal . 4 1 0 3
Mineralization,pelvic 0 1 0 0
minimal 0 1 0 0
Mineralization, interstitial 0 0 0 1
minimal 0 0 0 1
Liver
Number examined 7 0 0 7
Not remarkable 0 0 0 4
Microgranuloma 7 4] 0 3
minimal 7 0 0 3
Lung(bronchus)
Number examined 7 1 0 7
Not remarkable 6 0 0 7
Mineralization,arterial wall 1 0 0 0
minimal 1 0 0 0
Hemorrhage, focal 0 1 0 0
minimal 0 1 0 0
Cell infiltration,alveolar,focal 0 1 0 0
mild 0 1 0 0
Lymph node,mesenteric
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Lymph node, submandibular
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Mammary gland, inguinal
Number examined 7 4] 0 7
Not remarkable -7 0 0 T
Pancreas
Number examined 7 0 0 7
Not remarkable 6 0 0 7
Atrophy,acinar, focal 1 0 0 0
minimal 1 0 0 0
Parathyroid
Number examined 7 ] 0 7
Not remarkable 7 0 0 7
Pituitary
Number examined 7 0 Q 7
Not remarkable 7 0 0 7
Prostate
Number examined 7 (o] 4] T
Not remarkable 3 (o} 0 3
Cell infiltration,inflammatory 4 0 0 4
minimal 1 0] 0 3

M : Male
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Table 11-3 A combined repea?eq-dose/reproductive—deﬁe1opmenta1 toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex:
Dose(mg/kg):

Findings Number:

“No=

M M M
100 300 1009

Prostate (continued)
Celliigfiltration,inflammatory (continued)
m
Salivary gland,submandibular
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Seminal vesicle(coagulating gland)
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Stomach
Number examined
Not remarkable
Cell infiltration,mucosal
mild
Erosion,glandular stomach
minimal
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Remnant,ultimobranchial body
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
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M : Male
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Table 11i-4 A gombinedArepeayed-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: F
Dose{mg/kg): 0 1000
Findings Number : 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,femoral
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,sternal
Number examined 5 5
Not remarkable 5 5
Cerebellum(pons)
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 5 5
Heart
Number examined 5 5
. Not remarkable 5 5
Intestine, duodenum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum
Number examined 5 5
Not remarkable 5 5
Intestine,ileum(Peyer's patch)
Number examined 5 5
Not remarkable 5 5
Intestine,cecum
Number examined 5 5
Not remarkable 5 5
Intestine,colon
Number examined 5 5
Not remarkable 5 5
Intestine,rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 5 5
Liver
Number examined 5 5
Not remarkable 2 1
Necrosis, focal 0 1
mild 0 1
Microgranuloma 3 3
minimal 3 3

F : Female
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Table 11-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats .

Histopathological findings (End of administration period (D42))}

Organs Sex: F F
Dose(mg/kg) : 0 1000
Findings Number : 5
Lung(bronchus)

Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Pancreas
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Salivary gland,submandibular
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Pigmentation
minimal
Hematopoiesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Erosion,glandular stomach
minimal
Thymus
Number examined
Not remarkable
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F : Female
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Table 11-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex:
. Dose(mg/kg): 0 1000
Findings Number: 5
Thyroid
Number examined 5 5
Not remarkable 5 3
Remnant,ultimobranchial body 0 2
minimal 0 2
Trachea
Number examined 5 5
Not remarkable 5 5
Urinary bladder
Number examined 5 5
Not remarkable 5 5
Uterus
Number examined 5 5
Not remarkable 4 5
Cyst,epidermal 1 0
mild 1 0
Vagina
Number examined 5 5
Not remarkable 5 5

F : Female
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Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
. Dose(mg/kg) : 0 100 300 1000
Findings Number: 12 12 12 11
Adrenal :
Number examined 12 0 0 11
Not remarkable . 6 0 0 5
Hypertrophy,cortical cell 6 0 0 6
minimal 3 0 0 2
mild 3 0 0 4
Bone+Bone marrow,femoral
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Bone+Bone marrow,sternal
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Cerebellum(pons)
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Cerebrum
Number examined 12 0 0 11
E Not remarkable 12 0 0 11
ye
Number examined . 12 0 0 11
Not remarkable 12 0 0 10
Dysplasia,retinal 0 0 0 1
mild 0 0 0 1
Heart
Number examined 12 0 0 11
Not remarkable 12 o} 0 11
Intestine, duodenum
Number examined 12 0 0 11
Not remarkable 11 0 0 11
Erosion 1 0 0 0
minimal 1 0 0 0
Intestine, jejunum
Number examined 12 0 0 11
Not remarkable ) 12 0 0 11
Intestine, ileum(Peyer's patch)
Number examined 12 1 0 11
Not remarkable 12 0 0 11
Diverticulum,Meckel's 0 1 0 0
mild 0 1 0 0
Intestine, cecum
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Intestine,colon
Number examined 12 0 0 11
Not remarkable 12 0 o - 11
Intestine,rectum
Number examined 12 0 0 11
Not remarkable 12 0 0 11

F : Female
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Table 11-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Lo Dose(mg/kg) : 0 100 300 1000
Findings Number: - 12 12 12 11
Kidney
Number examined 12 0 0 11
Not remarkable 10 0 0 10
Cyst 0 0 0 1
mild 0 0 0 1
Regeneration, tubular 1 0 0 0
minimal 1 0 0 0
Fibrosis, focal 1 0 0 [}
mild 1 0 0 0
Liver
Number examined 12 0 0 11
Not remarkable 5 0 0 4
Hematopoiesis,extramedullary 3 0 0 4
minimal 3 0 0 4
Microgranuloma 4 0 0 4
minimal 4 0 0 4
Lung(bronchus)
Number examined 12 0 0 11
.Not remarkable 12 0 0 10
Mineralization,arterial wall 0 0 0 1
minimal (v} 0 0 1
Lymph node,mesenteric .
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Lymph node,submandibular
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Mammary gland,inguinal
Number examined 12 0 0 11
Not remarkable 12 0 0 9
Cell infiltration 0 0 0 2
minimal 0 0 0 2
Ovary
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Pancreas
Number examined 12 0 0 11
Not remarkable 10 0 0 11
Cell infiltration,interstitial 1 0 0 0
minimal 1 0 0 0
Decreased zymogen granule 1 0 0 0
mild 1 0 0 0
Parathyroid
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Pituitary
Number examined 12 (o} 0 11
Not remarkable 11 0 0 11
Aberrant craniopharyngeal tissue 1 0 0 0
minimal 1 (o) 0 0
Salivary gland,submandibular
Number examined 12 0 0 11
Not remarkable 12 4] 0 11

F : Female
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" Table 11-9 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
. Dose(mg/kg) : 0 100 300 1000
Findings Number: 12 12 12 11
Sciatic nerve
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Spinal cord,thoracic
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Spleen :
Number examined 12 0 0 11
Mineralization 1 0 0 0
minimal 1 0 0 0
Hematopoiesis,extramedullary 12 0 0 11
minimal 2 0 0 3
mild 10 0 0 8
Dysplasia 1 0 0 0
mild 1 0 0 0
Capsulitis 1 0 0 0
mild 1 0 0 0
Stomach
Number examined 12 4 1 11
Not remarkable 12 0 0 11
Erosion,glandular stomach ’ 0 3 1 0
minimal 0 3 1 0
Hyperplasia,squamous, focal 0 1 0 0
mild 0 1 0 (o]
Thymus
Number examined 12 0 0 11
Not remarkable T 0 0 8
Atrophy 5 0 0 3
minimal 3 0 0 2
mild 2 0 0 1
Thyroid
Number examined 12 0 0 11
Not remarkable - 10 0 0 9
Remnant,ultimobranchial body 2 0 0 2
minimal 2 0 0 2
Hyperplasia,C cell,focal 0 0 0 1
minimal 0 0 0 1
Trachea
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Urinary bladder
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Uterus
Number examined 12 1 0 11
Not remarkable 12 0 0 11
Dilatation, glandular,cystic 0 1 0 0
mild 0 1 0 0
Vagina
Number examined 12 0 0 11
Not remarkable 12 0 0 11

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of recovery period)

Organs

Sex: M M F F

Dose(mg/kg): 0 1000 0 1000

Findings Number: 5 5 5 5
Stomach

Number examined 1 0 1 1

Erosion, glandular stomach 1 0 1 1

minimal 1 0 1 1

M : Male, F : Female
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Table 11-11 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex: . F

Dose(mg/kg): 1000

Findings Number: 1
Adrenal

Number examined
Not remarkable
Bone+Bone marrow,femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellium(pons)
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Liver
Number examined
Microgranuloma
minimal
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F : Female



R-1069

Table 11-12 ' A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex:
Dose(mg/ke): 1000
Findings Number:
Lung{bronchus)

Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable

Lymph node,submandibular
Number examined
Not remarkable

Mammary gland, inguinal
Number examined
Not remarkable

Ovary
Number examined
Not remarkable

Pancreas .

Number examined
Not remarkable

Parathyroid
Number examined
Not remarkable

Pituitary
Number examined
Not remarkable

Salivary gland,submandibular
Number examined
Not remarkable

Sciatic nerve
Number examined
Not remarkable

Spinal cord,thoracic
Number examined
Not remarkable

Spleen
Number examined
Pigmentation

minimal

Stomach
Number examined
Not remarkable

Thymus
Number examined
Not remarkable

Thyroid
Number examined
Not remarkable
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F : Female



Table 11-13

A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (Undelivered)

R-1069

Organs

Findings

Sex: F
Dose(mg/kg): 1000
Number: 1

Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Vagina
Number examined
Not remarkable
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F : Female



Table 12 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Estrous cycle in female rats during the pre-mating period

R-1069

Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.

0 12 0 0 2 8 2 3.0+0.6 4,2+0.4
100 12 0 0 0 9 3 3.3+0.5 4.1+0.2
300 12 0 1 0 5 6 3.3+0.9 4.2+40.4

1000 12 0 0 0 6 6 3.5+0.5 4.1+0.3

No significant difference in any treated groups from control group.



Table 13

A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Mating and fertility of animals

Male Female
Days until Copulation Insemination . Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)

0 12 1.8+0.9 12/12(100.0) 12/12(100.0) 12 1.8+0.9 12/12(100.0) 12/12(100.0)
100 12 2.3+1.5 12/12(100.0) 12/12(100.0) 12 2.3+1.5 12/12(100.0) 12/12(100.0)
300 12 2.9+1.1 12/12(100.0) 12/12(100.0) 12 2.9+1.1 12/12(100.0) 12/12(100.0)

1000 12 2.9+1.1 12/12(100.0) 11/12( 91.7) 12 2.9+1.1 12/12(100.0) 11/12( 91.7)

a): (No. of copulated animals / No. of mated animals) X 100
b): (No. of males which impregnated females / No. of copulated males) X 100
c): (No. of pregnant females / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth

Dose pregnant with index length corpora tation tation stillborns 1liveborns index
mg/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 12 12 100.0 195 191 2 178
0 Mean 21.8 16.3 15.9 97.9 ( 1.0) 14.8 93.5
S.D. 0.4 1.8 1.9 3.1 ( 2.3) 1.5 6.4

Total 12 12 " 100.0 183 178 4 160
100 Mean 21.8 15.3 14.8 97.2 ( 2.1) 13.3 89.5
S.D. 0.4 2.9 2.9 3.7 ( 4.0) 3.1 11.5

Total 12 12 100.0 204 201 2 187
300 Mean 21.6 17.0 16.8 98.5 ( 1.0) 15.6 92.9
S.D. 0.5 1.3 1.5 2.8 ( 2.4) 1.8 5.0

Total 11 11 100.0 177 176 .0 166
1000 Mean 21.7 16.1 16.0 99.4 ( 0.0) 15.1 94.3
S.D. 0.5 1.5 1.5 1.9 ( 0.0) 1.7 5.2

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

c): (No. of stillborns / No. of liveborans and stillborns) X 100

d): (No. of liveborns / No. of implantation sites) X 100

No significant difference in any treated groups from control group.
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Table 15 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mng/Keg dams males females a) males females b) (%)d)
Total 93 85 90 81 0
0 12 Mean 7.8 7.1 0.52 7.5 6.8 0.52 ( 0.0}
S.D. 2.5 2.1 0.15 2.5 2.1 0.15 ( 0.0)
Total 82 78 80 76 0
100 12 Mean 6.8 6.5 0.52 6.7 6.3 0.52 ( 0.0)
S.D. 1.9 2.4 0.12 1.8 2.5 0.13 ( 0.0)
Total 20 97 87 94 0
300 12 Mean 7.5 8.1 0.48 7.8 7.8 0.48 ( 0.0)
S.D. 2.1 1.4 0.10 2.0 1.4 0.10 ( 0.0)
Total 88 78 87 77 0
1000 11 Mean 8.0 7.1 0.53 7.9 7.0 0.53 ( 0.0)
S.D. 2.1 1.5 0.11 2.1 1.3 0.10 { 0.0)

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
No significant difference in any treated groups from control group.
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Table 16 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
mg/kg dams Day 0O Day 4 day 4 % a)
Total 12 178 171
0 Mean 14.8 14.8 96.1
S.D. 1.5 2.1 9.6
Total 12 160 156
100 Mean 13.3 13.0 97.7
S.D. 3.1 3.0 4.3
Total 12 187 181
300 Mean 15.6 15.1 97.1
S.D. 1.8 1.4 4.6
Total 11 166 164
1000 Mean 15.1 14.9 99.0
S.D. 1.7 1.4 2.3

a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100
No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Body weight of pups

Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 12 12 12 12 12 12
0 Mean 6.7 9.7 3.1 6.4 9.4 3.0
S.D. 0.5 1.3 1.0 0.6 0.8 0.6
No. 12 12 12 12 12 12
100 Mean 6.8 10.7 3.9« 6.5 10.1 3.8
S.D. 0.6 1.3 0.8D 0.6 1.4 0.9
No. 12 12 12 12 12 12
300 Mean 6.4 9.3 2.9 6.0 8.8 2.8
S.D. 0.4 0.8 0.6 0.3 0.7 0.6
No. 11 11 11 11 11 11
1000 Mean 6.5 9.6 3.1 6.2 9.1 2.9
S.D. 0.4 0.8 0.6 0.4 0.7 0.4
Unit: g

No.: No. of dams

a): Postnatal day

#: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 18 A combined repeated-dose/reprodudtive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 90 80 87 87
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 81 76 94 77

No. of pups with abnormal findings 0 0 0 0






